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Basically Substituted Propane Compounds, and the Manufacture 

thereof 

Ve, "WTcrffATiT, Eeijotach and ADotr • b. 

■ SiEGLirz, botk GronmuQ citizeaifl, and gf -^N^ 
• Georg VoifiTtrtrasBe 12, Frankhirt (Kainj, 

Q-Bimmiy,.fliid OranienfitrafiflB, BAd Sadea • Ncai. 

5 (TaiuiTw}; &iBnniuij, reBpectiTely, do 
licreby*deuli« tlLe laT^tioii, iar' -rhich 
wc pray iliat a patejit may be crimted to 
va, aaa Hie aeiiiod by wMch xt if to. be 
perfonaed; to be puiiculaxly described 
10 211 and by the foUoTTizi^ Biatement:— 
Zbe pre&ezit ixiTeaiioxi consiais in a 
-process for ibe xnanufacinre of tbe.baaio 
cosLpoimdB'of tiie gezierdl £oxmizla 
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15 in wldcs]!. E, represents an nnsubsiitated 
or snbsiituted phenyl group, repre- 
sents a beterocyolic raaicol and* 
represents a tertiatry*bound .. zdtrogen 
atom, vb.erein a nitrile of the jsreneral 

2Q foxmnla 



zn wHci El and Ea bare the meanings 
given above, vitb a basically subEtituted 
aliyl bajide of ike g-eneral formula 35 

Hal— CHfi— CHr-N<- 

in which 2?< has the mcaninff giv«n 
above, in the presenoe of sodanxife or an^ 
other a^ent capable of i>li''nrtiTig4;^ Tig 
hydrogen halide. HoJides of this Tn^rl are, 40 
for instance, N^fi-chlorethyl-dimeOiyl- . 
amine, N-V^-chlorethyl-diethylaamne, 1- 
(Mbro-v^^imethylanuno-propane, 
chlorethjrl-piperidine, Isf^-chloreihyl- 
pyrrolidine and N^chloreihyl-morphol- ^ 
ine. 

AlternatiTely tie nitriles may be 
obtained by rearting a nifailo of the 
general fhrniiila 
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in which E^, E^ and — N-< have lihe. 

meanings given above, is treated mfh an 

'nlcohoJic Bolntioa of on alkali hydroxide 
25 io, replace the aitrile grpnp by hydrogen. 
As the alkali hydroxide tiiere may be 

used potassixmL hydrDai4c. 
Xhe sitxiles. used as starting materials 

in the present process may be obtained 
30 by reacting a nitrile of tie general 

fomnla 



in which Ej and N'< have the mconinfrs 
pven above, with a-halo/jen-inibstituted 
heterocyclic compound in me presenoe of 
sodamide or another afi-ent capable of 
eliminating hydrogen hfaide. As halosren- 55 
-Bubstitttted hcterocydic compounds there 
may be nscd, for example 2-chloro- 
pyndine, 2-ohlorothia»ole, 2 : 6-dime£hyl- - 
4-chlpropyTimidine, 2HchlorobenrtluaxDle 
or 4-chloToqtunoline. ' 60 

The prodncta of the present invention ' 
are more or less viscons oils, which can 
be converted into salts which dissqlve 
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well ia tra.t«r, aiid aniuiig Vkioh salts Ite 
nhosplxafces liare been fouud to be 
espedaUy useful. The produots exhimt 
esceUeat antispasmodic propertieB which 
5 are especially pronounced in the case of 
histamine spasm*. There come xnto K>n. 
. sideration more especially . l-phcnyU- 
tUIasoI^-f^VS-disistliyl - imincprcpanc 
tind 1 phenyl - 1 . [2» : 6* - dimethyl- 
10 p5Timidyl-(4')]'5-dimeaylamino-pio^ 
(if the formula 
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Cx).4 partti of ^^iS-^mrthtutypheuA i/->-di- 46 
metJiyl-amino-hutyric acid nitrile (pre- 
pared from 3-methoxy benayl cysmidfj. 

- chlorethyl - dimethylamine and 
sodamide;, ioO parts of toluene and 12j6 
parts of sodamide are reacted with 3b 53 
''::irts cf 2-<Jilr>rctiia2ole; and the-product 
is heated" for IJ hours at about 110 ' C. 
The produrt is decomposed Tcith iratcr and 
subjected to a fractional distillation, 
o • (3 - :iLethoxy phenyl; - ^ - thiaxolyl. 55 
.<2;-7Kiimethylammmo-butync acid nitme 
tlistus in good yidd at a temperature of 
loo— 160* C. under a pressoxe of O.lo 
mm. in the form of a highly xisoous 
Tellowoil. . , 

' The nitrile jrroup w then eliminateo oy 
Treatment with an nlcoholic solution of 
potj^ssium hydroxide as d^cribed Ui 
Example 1 and there is obtained^ 
methosr phenyl) - I - thiajwlyl - (2') - 5- g5 
ilimethyJaTfiipoprnpane of tie formulfl 



TThich boils ot 12S--12C' C. under a pres- 
sure of 0.1 mm. 
16 The folloTring Examples lUustratc tne 
inTention, the parts hwng by weight;— 

BXAUPLB I. 

04 parts of o-plienyl-y-dimethylamino- 
butyric acid nitrile are heated for Ihour 
20 at 'SO' C. together mth ^200 parte i)f 
toluene and 22 parts of sodamide. After 
c(»oliag, GO parts of 2-chlorothiaade axe 
. added, and the product of the reartion as 
lieated for 3 hours at 110" C. Aft» decora- 
pn«nj: the reaction product TPith iratex 
and ^paratin^ the organic rolu^on, 
there is obtained by fractional distiUation, 
;,fter a email quantity of first runnings, 
«-pbenTl— thiazulyl - {2) : 7 - ci^jntethyl- 
»i:jiin(»-butTrir acid mtnle boiling at 
JoO— 163' C. under a pressure of 0.^0 
mm. in 11 very good yield. . 

Tix h^xUns the product ,for. 2 hours 
Vith nn excess of on alcoholic solution 01 
36 potossium hydroxide, 1 - phenyl - 1- 
thiaw)lTl.(2»V^-dimcthylamii)o-propane of 

tise formula 




l)oiliug at loO— lo4' C. under a pmsur*- . 
of 0.0 mm. 

ExAilPXE -70 
3:2.0 parts of «-(3-metliox.v]»Lruyl-7-di- 
nitrtLylamia«-)>atTriv acid Jiit-rile, 100 
jjiirt& of fc»lueue and 6 partis of -ndmuidi* . 
are renrted Trith 17 parts of 2-v]Jon»* 
l^yridine. B.T fmu'tiona] distillotlon n{ tbv 75 
reartiou product •-(3-methoxr))heuyl>-- . 
prridyl-fS K,^imothylamiao-butyric smd 
nitrilif is obtained in' a good yield,^ in nddi- 
tiou t^ unchanged starting .matemu. The 
product so" obtained .is a Tisiron< rfddi^li so 
oil boiling nt I6S— 170' C. under a pres- 
sure of 0.8 mm., from irhich., by elimiuat- 
j«g the nitrile group in the mauijer 
descrilwd in Example I. there is readfly 
obtnined th»» nirreKijfmding prriTteWii- of aS 
the formnln 



boiling at C, under a pressure. 

; of 0.6 mm. is obtained in a very goott 
yield. The phosphate fcontaining two 
mnkrulax proportions ^ of jrater of 
.crrstallisation melts at 78— 80 U 
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•ffh)d» boils at 165— 180' 0. TUidw n prvr. 
saxt of Q'h nn . 
13 parts of aodaanide B» mtoodiioea at 
h 25-35' 0. into a BolttliraiofSB.8 

•iarts of bHwene. The aurbne ubaied 
K Sort time at 0^ It « ji^ . 

eooied aad *S.5 pans of pipcTMUiiu^i-Ajr* 

of iSmm.) are iatrodTiwd drop- 
S^Ou h»S to 80-60- C. ite re- 

duct is keated for 1 tour to 80 C., tle^ 

solufeoB & separated. ^.^5^^^ 

tejt^^i^^ dLiira?&*-l^- 

20 aSer a.PreBST.re of 0.4 ^»Vf 
of 90-95 per cent, ite form oi « red 

of Xh l-pbeByl-l-pyri^l-(2^>^P^P=^- 
il5 diuo-propaae of tie fornmla 



a prgBsnre of 0.1 apm. 

wiat we claim is : — • * xi. 

1 A process for iie mauufactare of ttie 60 
>aric compounas of the geaoLeral fomuOa 



.CHg - CSg - 
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ia -wHcb B, represents tm imBubstitnted . 
ox sabstLtirted pbenyl group, B, r^ 
eents aliBtcrocycli.c;radiKa af^; 
■preaents a tertiary-bojiad Pit"e«V;tX' 




is obtained in a Tery good yidd in lie 
i>.«« of a sUirbtly coloured tmooub oil 

80 of 0.25 mm. 

48 parts of o-phenyl-T-IT-pyiTolidmo. 
Imtyric add nitrile. 'boi^^,^^ 

35 beated for 30 m*^**", at 70-80 

9.3 parte of sodamide m 200 pai^ of 
l^JLa ■• and. after ooolmg, gradually 
™SS^rift parts of 2^oro^»«le 

40 tore is lieated for one bour at 90-3& U-. 

• ^lyn&, 150 CO. of 

!^jion is Beparaiod and fraotum^yjM- 
SSTl^aSilionto Tmdxaa^ rt«b^ 

. 46 ™3idiio-buiyrio add ^^t?^. " .^^ 

Tftfi—l R8* C imdflr o pressure of 0.16 
;SrS m A at .88^; 0. J p** 
of ttds nitrile are boiled ^j^. 

50 tbe flteaio bath fw 4 ^tS?"*^,! !lShS 
of caustic soda. 100 parts of etbyl elcobpl 
anfioparts of water." By ^rW np m 
W maimer l.plienyU.iluaa.lTl- 
(2») . 8 - N - pywoUdino - propane of the 

65 fonniila 
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inwHciE„B,a3id-3T<lia2Bib«m6aa. 
iBOT given above, is t^^ted jntt .aa 70 
Solo solution of ail aJ3^ 
to replace tbe nitnle group V 

2 \ process as daamed in ^MJn i, 
^ia-^tbe allali iydxoxide is potaaswm 

^'If AprocesB for tbe manufachire of^ 

Wcomponnd of ^. "^l^Jtr^ ' 
amples hereiu conducted BUbBtaarbauy as 
described in that EiampU. • ■ , 

4. Basic • componiids. of tbe gemeial 80 
formula' 



CB - ca. 




in -wbicih E, represents an miFubsJitttt^ 
or substituted pWl group. ^^^^ 
a heterocyclic radical and --^ 
•eats a terti«T-boB»d mtxogea atom, 
^hen obtained J>y tbe process danMd a 
anv one of c laimB 1 — S. 
6 Bariooomponndoascaajmedmclaiin 

4, -wherein !?< represen-fa a iialiylamulo 

^6?Wc compofundfi as daiined in daim 
4, f hwein ir< represanis a l*teiocyolio 
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y^fit Wlmninnpgopime of tile iozmulst 




boiling at 136—188* C. under a prcssirre 
of 0.& mm., TTlieii obtained by iJic process 
claimed in any one of - claims l--^, 

8.1- Piienyl - 1 - [p^ : 6* - dimetiyl- 
.j.yTi3iiidTjtT(4V»] r 3 .tUmethybminopro^ 
jiniur of fdmula 
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boiling: nt 122 — 126' C. under a pressure • 
of 0.1 mm., Trben obtained by the process 
claimed in claim 1 or 2. 

9. Any one of tUe basic compounds 
specified as end producta of Examples 2 — 15 
•> trbcn obtained by lie mctbod substoii- 
tiolly as described in that Example. 

ABEL&XffiRAT, 
Arrents for the Applicant, 
QuaSty Hous^e QnaHty Court> . 
Clinnc«3cy Laftei Xondba, W.C.2» 
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